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— Professor of medicine, Mayo Clinic
— Chief Scientific Officer, Honorhealth Research Institute
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- Professor, Medicine, Harvard Medical School
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William G. Dunphy, Ph.D.
- Professor, Biology, California Institute of Technology
— Previously — Investigator, Howard Hughes Medical Institute
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Anticancer Research 34: 1537-1546, 2014, Review ARl D 7
2.0 H 2.87H
0.5 H
\ Lauro et al: Bem‘ib—based Treatment in NSCLCNView)

Table 1. Results from phas

Reference Phase Prim Regimen No.of RR PFS OS  Maintenance
endpoint patients (%) (mpnths) (months)

Johnson ef al. 2004 (15) 1 TTP 18.8 (TTP)X2 [ 14.9 No
28.1 (TTP) 434 116
5 (TTP) 74 K177

and I trials of bevacizumab in combinationwith chemotherapy as first-linetPatment.

Patel et al. 2009 (19) I PFS CBDCA + Pem + Bev (15 mg/kg 78 14.1 Yes

Reynolds et al. 2009 (32) I RR nabPTX + CBDCA + Bev (15 mg/kg) 16.8 No

Sandler et al. 2006 (16) 1 0s CBDCA + PTX 103 Yes
CBDCA + PTX + Bev (15 mg/kg) 434 123

Reck et al. 2009 (17) 111 (0N CDDP + Gem 327 13.1 Yes
CDDP + Gem + Bev (15 mg/kg) 329 134
CDDP + Gem + Bev (7.5 mg/kg) 330 13.6

Barlesi et al. 2011 (22) I PFS CDDP + Pem +Bev (7.5 mg/kg) = Pem+Bev 125 - 10.2 198 Yes
CDDP + Pem + Bev (7.5 mg/kg) = Bev 128 - 6.6 159

Patel et al. 2012 (20, 21) 111 (0N CBDCA + Pem +Bev (15 mg/kg) — Pem+Bev 524 - 6 12.6 Yes
CBDCA + PTX + Bev (15 mg/kg) — Bev 522 - 56 134

RR: Response rate; PFS: progression-free survival; TTP: time-to-progression; OS: overall survival; Bev: bevacizumab; CBDCA: carboplatin; CDDP:
cisplatin; Gem: gemcitabine; PTX: paclitaxel; TXT: docetaxel; Pem: pemetrexed.

although more major bleeding episodes were observed than
in the control group (4.4% vs. 0.7%) (16).
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Lung Cancer:
Draft Recommendations

Clinical trie's should aim to improve OS by ~25-30% with minimal
Increase In toxicity.

Primary Endpoint Secondary Endpoints

Non- 13 3.254 0.76-0.8 53% 2> TBD
Squamous cell  Months Months 61%
carcinoma

CBP501 & BTSSR 54 H
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CBP501 suppresses macrophage induced cancer stem cell like
features and metastases

Naoki Mine!, Sayaka Yamamoto!, Naoya Saito?, Takuji Sato’, Keiichi Sakakibara’,
Donald W. Kufe?, Daniel D. VonHoff? and Takumi Kawabe!
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www.impactjournals.com/oncotarget/ Oncotarget, Advance Publications 2017

CBP501 induces immunogenic tumor cell death and CD8 T
cell infiltration into tumors in combination with platinum, and
increases the efficacy of immune checkpoint inhibitors against
tumors in mice

CBP501 inhibits EGF-dependent cell migration, invasion and
epithelial-to-mesenchymal transition of non-small cell lung
cancer cells by blocking KRas to Calmodulin binding

Keiichi Sakakibara', Takuji Sato', Donald W. Kufe?, Daniel D. VonHoff’ and Takumi
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Naoya Saito’, Naoki Mine', Donald W. Kufe?, Daniel D. Von Hoff® and Takumi
Kawabe!
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And... That’s Actually What's Happening
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CBP501 suppresses macrophage induced cancer stem cell like
features and metastases

Naoki Mine!, Sayaka Yamamoto!, Naoya Saito?, Takuji Sato’, Keiichi Sakakibara’,
Donald W. Kufe?, Daniel D. VonHoff? and Takumi Kawabe!
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CBP501 induces immunogenic tumor cell death and CD8 T
cell infiltration into tumors in combination with platinum, and
increases the efficacy of immune checkpoint inhibitors against
tumors in mice r

Keiichi Sakakibara', Takuji Sato', Donald W. Kufe?, Daniel D. VonHoff’ and Takumi

CBP501 inhibits EGF-dependent cell migration, invasion and
epithelial-to-mesenchymal transition of non-small cell lung
cancer cells by blocking KRas to Calmodulin binding

Naoya Saito’, Naoki Mine', Donald W. Kufe?, Daniel D. Von Hoff® and Takumi
Kawabe!
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de Biasi AR et al., Clin Cancer Res 2014

Chen DS, et al. Immunity. 2013;39:1-1

ie lytic activity of cytotoxic effectors; and (iv) CDDP Although a recently published article in this journal
d the i ive mic i ined the molecular pathways underying the immu-
ment (Fig. 1). nogenic effects of platinum-based chemotherapeutics, our
1
& £ A+CBP501
www.aacnoumas om Giin Cancer Res: 2021} November 1. 2014
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ClinicalTrials.gov

A gervice of the 1J.5. National Institutes of Health

Find Studies = About Studies « Submit Studies - Resources - About Site

Home > Search Results > Study Record Detail

Trial record 2 of 4 for: CBP501

< Previous Study | ReturntoList | Next Study »

CBP>501, Cisplatin and Nivolumab in Advanced Refractory Tumors

This study is not yet open for participant recruitment. ClinicalTrials.gov Identifier:
See P> Contacts and Locations NCT03113188
Verified July 2017 by CanBas Co. Ltd. First received: April 9, 2017
Last updated: July 18, 2017
Sponsor: Last verified: July 2017
CanBas Co. Ltd. History of Changes

Information provided by (Responsible Party):
CanBas Co. Lid.
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Developmental
Therapeutics:
Immunotherapy

Highlights of the Day Session IlI

ASCO 2017
Date and Time: 06/06/2017, 7:30 AM - 9:15 AM

Presented By Mario Sznol at 2017 ASCO Annual Meeting
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IDO Inhibitors + PD-1/PD-L1 inhibitors

Melanoma:
* Epacadostat + pembrolizumab — (Hamid et al)
+ N=19, ORR-58%
* Indoximod + pembrolizumab (Zakaria et al, AACR 2017)
+ N=51, ORR-59%

* RCC:
* Epacadostat + pembrolizumab (J Clin Oncol 35, 2017 (suppl; abstr 4515))
+ N=30, ORR-30%
NSCLC:
* Epacadostat + pembrolizumab (J Clin Oncol 35, 2017 (suppl; abstr 9014))
+ N=40, ORR—35%
Bladder:
* Epacadostat + pembrolizumab (J Clin Oncol 35, 2017 (suppl; abstr 4503))
* N=40, ORR-35%
SCCHN

* Epacadostat + pembrolizumab (J Clin Oncol 35, 2017 (suppl; abstr 6010))
*+ n=38, ORR-29%

* Epacadostat + nivolumab (J Clin Oncol 35, 2017 (suppl; abstr 3003))
+ N=31, ORR-26%

CRC, TNBC, OC — low signal of activity

Presented By Mario Sznol at 2017 ASCO Annual Meeting
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Safety of Epacadostat 100 mg BID Plus Pembrolizumab 200
mg Q3W in Advanced Solid Tumors: Phase 2 Data From
ECHO-202/KEYNOTE-037

Abstract 3012

Omid Hamid," Todd M. Bauer,? Alexander |. Spira,® David C. Smith,* Anthony J. Olszanski,®
Ahmad A. Tarhini,® Primo N. Lara Jr,” Thomas F. Gajewski,? Jeffrey S. Wasser,® Sandip P. Patel,®
Virginia F. Borges, ' Ani S. Balmanoukian,! Emmett V. Schmidt,'? Yufan Zhao,'® Mark M. Jones,'®

Tara C. Gangadhar'4
1The Angeles Clinic and Research Institute, Los Angeles, CA; 2Sarah Cannon Research Institute/Tennessee Oncology, Nashville, TN;
3Virginia Cancer Specialists Research Institute, Fairfax, VA; “University of Michigan, Ann Arbor, MI; SFox Chase Cancer Center,
Philadelphia, PA; 8SUPMC Cancer Center, Pittsburgh, PA; 7UC Davis School of Medicine, Sacramento, CA; 8University of Chicago
Medical Center, Chicago, IL; ®University of Connecticut Health Center, Farmington, CT; '®University of California San Diego Moores
Cancer Center, La Jolla, CA; "'University of Colorado Denver, Aurora, CO; 2Merck & Co., Inc., Kenilworth, NJ; *3Incyte Corporation,
Wilmington, DE; *Abramson Cancer Center of the University of Pennsylvania, Philadelphia, PA

-
o ASCO ANNUAL MEETING 17 | #ASCO7 (e zinaits w0 pirc C oncC I usion (AbStra ct 301 2)

Epacadostat 100 mg BID Plus Pembrolizumab 200 mg Q3W

Acceptable safety and tolerability profile

Encouraging clinical efficacy

The phase 3 ECHO-301/KEYNOTE-252 (NCT02752074) study is ongoing in
L~ ]

Rx-naive patients with advanced melanoma

Additional hase 3 studies are Ianned in NSCLC, UC, RCC and SCCHN

resveo s ASCO ANNUAL MEETING 17 | #ASCO17

X : Presented by: Zihai Li, M.D., Ph.D.
Slides are the property of the author. Permission required for reuse.
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Basket Trials as a New Model for Drug Development @

Basket trials as a new model for
drug development: a discussion

Counterpoint

Emiliano Calvo, MD PhD
START Madrid, Centro Integral Oncoldgico Clara Campal (CIOCC)
Madrid, Spain

Keith T. Flaherty, M.D.
Massachusetts General Hospital Cancer Center

MASSACHUSETTS
GENERAL HOSPITAL

CANCER CENTER

NG 17 | #ASCO17

Presented By Keith Flaherty at 2017 ASCO Annual Meeting Presented By Emiliano Calvo at 2017 ASCO Annual Meeting
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